INTRODUCTION
============

Early intervention and particularly with specialized programs have been developed at many centers around the world for patients at their first episode of psychosis (FEP) aiming to optimize the overall outcome \[[@ref1]\]. Although classically, schizophrenia is defined on the basis of its progressive and deteriorating nature leading to a poor outcome in comparison to other types of psychotic disorders, more recent findings suggest a more benign course especially during the early stages with remission of symptoms after the first episode to occur in almost 80% of patients \[[@ref2]\]. If these reports reflect the actual condition of early-stage patients which could enjoy high rates of sustained remission and functional recovery for prolonged periods of time, especially in the frame of early intervention \[[@ref3],[@ref4]\] the next question is whether prolonged treatment with antipsychotics is meaningful, after taking into consideration the risk this type of therapy is related with \[[@ref5]\]. There is a wide agreement on the efficacy of antipsychotics during the acute phase and this is based on an abundance of hard data accompanied by a series of reliable meta-analyses \[[@ref6]-[@ref10]\]. The efficacy of maintenance treatment up to 1 year after the acute episode was confirmed by a meta-analysis of 65 trials \[[@ref11],[@ref12]\]. The implementation of specific early intervention programs is also a question, due to their high cost.

Although naturalistic FEP outcome studies of increasing sophistication and duration have been published the longer-term outcomes for these patients in terms of remission and recovery rates remain uncertain. The most recent analysis suggests that within one year the risk of relapse is approximately 65% in patients who had discontinued and 27% in those who had continued medication \[[@ref11]\]. A systematic review and meta-analysis concluded that only 13.5% of patients with schizophrenia eventually met the criteria for recovery, although the follow-up period was not given, and this review included people with both first-episode and multi-episode disorder \[[@ref13]\]. Another systematic review in FEP identified 'good' outcomes for 42% of patients with psychosis and 31% of those with schizophrenia \[[@ref14]\] whereas a later review of remission in FEP identified an average remission rate of 40% (range, 17−78%) \[[@ref15]\] These reviews are limited by the wide variety of outcome definitions used \[[@ref14]\], in keeping with a paucity of identified studies using standardized definitions of remission or recovery, the small number of included studies, 6 and the absence of a FEP review including a meta-analysis. Finally a meta-analysis reported that 58% of patients with FEP met criteria for remission and 38% met criteria for recovery over mean follow-up periods of 5.5 years and 7.2 years, respectively. Thirty percent of those with first-episode schizophrenia met the criteria for recovery \[[@ref16]\].

The primary aim of the current study was to compare the one-year remission rate of patients in their first episode patients with schizophrenia (FES) with patients at a later phase, after their first episode, after controlling for a possible effect of age and sex.

Secondary aims were:

a\. The calculation of the rate of patients in recovery in both groups

b\. The calculation of the rate of patients who remained medication naïve at endpoint and their remission and recovery rates

c\. The calculation of rates of patients under antipsychotics or not at both time points in both groups and their remission and recovery rates

d\. Calculation of relapse rates of patients initially in remission

e\. To test whether prediction of 12-month outcome by the baseline clinical picture is possible in FES patients

METHODS
=======

Study Sample
------------

One hundred and thirty-three stabilized patients with schizophrenia were included in the study. The diagnosis was put in two steps, at the initial step during baseline they should satisfly the criteria of schizophrenia according to Diagnostic and Statistical Manual of Mental Disorders 4th edition, text revision (DSM-IV-TR), except from the duration which should had been at least 4 weeks so that they would qualify for a diagnosis of schizophrenia according to International Classification of Diseases, 10th revision (ICD-10) or schizophrenicoform according to DSM-IV-TR. The final diagnosis of DSM schizophrenia was confirmed for all patients at endpoint.

They were 77 males and 56 females with a mean age of 33.55 ± 11.22 years (range, 18−65 years). Fifty-four of them (aged, 30.37 ± 11.46 years; 29 males \[37.7%\] and 25 females \[44.6%\] were not under antipsychotic medication at baseline.). Thirty-two of them (24.06%) were FES.

The FES group included 15 males (46.87%; aged, 23.33 ± 3.51 years old) and 17 females (53.12%; aged, 23.94 ± 6.18 years old). The non-FES group included 62 males (61.38%; aged, 34.69 ± 9.67 years old) and 39 females (38.61%; aged, 39.84 ± 11.89 years old).

The mean age at onset was 23.34 ± 5.08 years and 22.98 ± 6.52 years for the FES and the non-FES groups, respectively and the duration of illness was 0.31 ± 0.47 years and 13.07 ± 8.50 years, respectively.

All clinicodemographic characteristics by group are shown in Tables 1, 2.

The data were gathered in the frame of the doctorate thesis of one of the authors (PP) and the study sample is the same used in a previous publications of our group \[[@ref17]-[@ref21]\] where more details on the characteristics of the sample are given.

All were recruited from local hospitals but most of them from the local military hospital. They constituted a convenient sample but because of the screening of hospital admissions for a limited period of time, they are very close to the general population of FES psychosis which presents to mental health care facilities (this was especially because of the participation of the military hospital department). The diagnosis was made by two of the authors (KNF and PP) after a detailed clinical interview and with the additional use of the MINI to register specific criteria. Diagnosis was reached after consensus. In spite of being hospitalized, some of them refused and never received antipsychotics.

The study received ethical approval from the Ethics Committee of the School of Medicine, Aristotle University of Thessaloniki in Greece. Written informed consent was obtained from all participants.

The authors assert that all procedures contributing to this work comply with the ethical standards of the relevant national and institutional committees on human experimentation and with the Helsinki Declaration of 1975, as revised in 2008

Assessment Tools
----------------

The clinical symptoms of schizophrenia were assessed with the Positive and Negative Syndrome Scale (PANSS) \[[@ref22]\], depression with the use of the Calgary Depression scale (CDS) \[[@ref23],[@ref24]\], and anxiety with the State-Trait Anxiety Inventory form Y, State and Trait subscales (STAI-Y) \[[@ref25]\]. For the assessment of extrapyramidal signs the Simpson- Angus scale \[[@ref26]\] was used, the Udvalg for Kliniske Undersøgelser (UKU) scale \[[@ref27]\] was used for the assessment of adverse events, and the General Assessment of Functioning (GAF) scale for the assessment of general functioning and impairment \[[@ref28]\].

The criteria by Andreasen *et al*. \[[@ref29]\] were used in order to define remission both at baseline as well as at 12-month. These criteria utilize PANSS individual item scores. As a general approach a score of mild or less (PANSS item scores of ≤ 3; simultaneously on all items as representative of an impairment level consistent with symptomatic remission of illness. However, in order to be more precise, these authors proposed parallel, cross-scale remission criteria items. These are the criteria used in the current study and they demand that specifically the PANSS items P1, P2, P3, N1, N4, N6, G5, and G9 each one to score ≤ 3.

Patients were considered as 'recovered' if GAF scores were \> 70 (no more than slight impairment). This was an arbitrary choice by the authors on the basis of their expertise and knowledge of the literature.

12-Months Follow-up
-------------------

At baseline patients were assessed with the tools mentioned above. Fortunately, all of them were able to be tracked and re-assessed 12 months later with the same protocol. This was achieved mainly because they were recruits or military staff and kept contact with the psychiatric department of the military hospital.

During the 12-month time duration some of them were treated by members of the study group while others were treated by other therapists and some of them were not under clinical care at all. All were treated according to the clinical judgment of the therapist without any kind of intervention relative to the needs of the current study, which is purely observational.

At both time points all patients were assessed by the same members of the research group (KNF and PP).

Statistical Analysis
--------------------

It included:

-   All statistical analyses were conducted using IBM SPSS 25.0 (IBM SPSS Statistics for Windows ver. 25.0, 2011; IBM Corp., Armonk, NY, USA).

-   The calculation of descripted statistics so as to chart the course of all patients from baseline to endpoint (12-month).

-   Chi-square was used to test for differences in categorical variables (e.g., remission and recovery status, etc.) between the study groups.

-   Analysis of Covariance was performed to investigate for the possibility to predict remission by using baseline characteristics. The grouping variables, were the following: antipsychotic status (yes/no) at baseline by episode group (FES/non-FES) by sex and by remission rate at 12 months. Independent variables included baseline PANSS subscales, GAF, CDS, STAT-state (STAI-S) and STAT-trait subscales (STAI-T), UKU and Simpson Angus subscales. Age, duration of illness and dosage of antipsychotics in haloperidol equivalents at baseline were used as covariates. The Scheffe test was used as the *post-hoc*test.

-   Statistical significance was *p* \< 0.05.

RESULTS
=======

General Description of the Study Sample
---------------------------------------

Of one of 133 patients (0.75%) had no education at all, 25 (18.80%) had less than 6 years, 23 (17.29%) with 6−9 years, 51 (38.35%) with 9−12 years of education, while 31 (23.31%) had a university degree and 2 (1.50%) had post-graduate education.

The results concerning the composition of the study sample at baseline and at endpoint in terms of medication status and remission and recovery are shown in detail in [Figure 1](#F1){ref-type="fig"}, together with the trajectories of specific patient groups. The means and standard deviations of measurements are shown in [Table 1](#T1){ref-type="table"} and in more detail in [Table 2](#T2){ref-type="table"} concerning the groups defined by medication status and remission.

Medication Status
-----------------

The percentage of antipsychotic-naïve patients falls from 23 (71.87%) at baseline and 21 (65.62%) after one year in FES patients to 12 (11.88%) and 8 (7.92%), respectively in non-FES patients. The difference is significant both at baseline (chi-square = 45.11, degree of freedom \[df\] = 1; *p* \< 0.0001) as well as after one year (chi-square = 13.89, df = 1; *p* = 0.0002).

Remission and Recovery Rates
----------------------------

At baseline 5 (15.62%) FES vs. 11 (10.89%) in non-FES patients were in remission (chi-square = 0.51, df = 1, *p* = 0.473) and none of FES vs. 3 (2.97%) in non-FES patients were in recovery (Yates corrected chi-square = 0.09, df = 1, *p* = 0.766).

At endpoint, remission was 6/32 (18.75%) in FES and 23/101 (22.77%) in non-FES patients (chi-square = 0.23, df = 1, *p* = 0.631), while one (3.12%) FES and 4 (3.96%) non-FES patients were in recovery (Yates chi-square = 0.10, df = 1, *p* = 0.751).

At endpoint remission in patients under antipsychotics is 12.50% in FES patients vs. 25.00% in non-FES patients (Yates chi-square = 0.13, df = 1, *p* = 0.720). Remission rate is almost double in non-FES and this is exclusively because of prolonged antipsychotic treatment.

At endpoint, an additional one patient in FES vs. 12 non-FES patients manifested remission after 12 months (Yates chi-square = 1.00, df = 1, *p* = 0.317). Both groups manifested one additional case of recovery after one year (chi-square = 0.00, df = 1, *p* = 0.985).

Of those in remission at baseline, 60% of the FES group relapsed (3/5) and 50% of the non-FES group (5/10). However several patients not in remission initially, eventually gained that status.

There seems to be no difference between FES and non-FES in terms of recovery, however while in FES this might occur spontaneously, in non-FES it is exclusively the product of prolonged antipsychotic treatment. If one hypothesizes that non-FES patients originally when at their first episode, had a profile similar to that of FES patients of the current study, then they should had started with a number of 72 (71.28%) antipsychotic naïve patients from which eventually only one (1.39%) would achieve some kind of sustained remission and none would achieve recovery. With prolonged treatment up to 25% would be expected to remit and 3.57% to recover.

At endpoint 21/32 (65.62%) for FES patients were still medication naïve and 5/21 (23.81%) were in remission with 1/21 (4.76%) in recovery. For non-FES patients the respected figures were 8/101 (7.92%), 1/8 (12.5%) and 0/8 (0%) (Yates corrected chi-square = 0.11, df = 1, *p* = 0.739 for remission).

Drop out from medication was present in 1/8 (12.5%) in the FES groups vs. 3/75 (4%) in the non-FES group (Yates corrected chi-square = 0.04, df = 1, *p* = 0.842). Of the 72 patients who were on medication at both time points, 19 (26.39%) were in remission at endpoint and from the 5 in remission at baseline who stayed under treatment, one (20%) relapsed.

Prediction of Treatment Outcome
-------------------------------

The ANCOVA results returned no effect for medication status at baseline (*p* = 0.257), sex (*p* = 0.289) or FES group (*p* = 0.277), but did returned a significant effect for remission at 12 months (*p* = 0.004). Concerning covariates, a significant effect was returned for baseline treatment in terms of haloperidol equivalents (*p* = 0.035) but not for age (*p* = 0.141) or duration of illness (*p* = 0.486).

Scheffe *post-hoc*tests revealed a significant difference concerning only PANSS negative subscale (PANSS-N) (*p* \< 0.0001). Patients which remitted at endpoint had lower PANSS-N scores (13.5 ± 4.56 vs. 19.47 ± 7.43).

DISCUSSION
==========

Since only the better doing stay naïve and the response rate is stable, it means that good outcome without treatment is highly unlikely

Answers to the Aims of the Study
--------------------------------

Primary aim

At baseline 15.62% of FES vs. 10.89% of non FES patients were in remission. At endpoint, 18.75% of FES vs. 22.77% of non-FES patients were in remission. Differences were not statistically significant.

Secondary aims
--------------

-   The respected recovery rates were 0% vs. 2.97% at baseline and 3.12% vs. 3.96% at endpoint.

-   The percentage of antipsychotic-naïve patients was 71.87% at baseline and 65.62% after one year in FES patients vs. 11.88% 7.92%, respectively in non-FES patients. The difference was significant both at baseline as well as after one year.

-   Of naïve patients at baseline 23.81% were in remission and 4.76% in recovery for the FES group while for non-FES patients the respected figures were 7.92%, 12.5%, and 0%. The difference was not significant.

-   Of patients who were on medication at both time points 26.39% were in remission at endpoint and from those in remission at baseline who stayed under treatment, 20% relapsed.

-   Of those in remission at baseline, 60% of the FES group and 50% of the non-FES group relapsed.

-   Lower PANSS-N score at baseline was the only predictor of remission at endpoint,

Additional observations
-----------------------

• Patients previously not in remission or recovery achieved that status at endpoint were more than those who relapsed; therefore the general picture was that the group of patients improved by passing the time.

Relevance of the results of the current study to the existing literature, and implications for future research and clinical practice
------------------------------------------------------------------------------------------------------------------------------------

There are some but not abundant data in the literature concerning the outcome of FES. However most papers deal with FEP and pool together schizophrenia with other psychotic illnesses including affective psychoses. Even the studies that claim to deal with schizophrenia alone, most often have their study samples contaminated with schizoaffective illness \[[@ref15]\]. However they often tend to extrapolate their results specifically to schizophrenia \[[@ref16]\]. On the contrary, our study sample included only patients with established diagnosis of schizophrenia. However this might include an opposite bias, that is only the worse end of patients with schizophrenia are included and not those with a favorable initial course which because of this, fail to receive the correct diagnosis early.

The first major finding was that the remission rates did not differ between FES and non-FES patients and this is in accord with a meta-analysis \[[@ref15]\]. However these rates of remission/recovery were very low in comparison to the literature concerning FES patients. This was probably because of the very different design of the current study and the fact that most study samples include also schizoaffective patients, not pure schizophrenia \[[@ref15]\]. On the other hand, there are studies with similar results \[[@ref30]-[@ref32]\]. It should be noted however that in our sample, not even those patients continuously under antipsychotics, did achieve the reported in the literature response rates which are as high as more than 80% for FES \[[@ref33]\]. Our results agree with the report that seventy per cent of treatment resistant patients, and 23% of total patients are treatment resistant from illness onset \[[@ref34]\].

Our results are at the lower end of the range reported by a meta-analysis specifically on schizophrenia and also in accord with the conclusion of that meta-analysis that there is no difference in remission rates between first and latter episodes of schizophrenia \[[@ref15]\]. A more recent meta- analyses reported much higher rates (58% remission and 38% recovery) but it included not only FES patients but also first episodes of any psychotic disorder, including affective disorders \[[@ref16]\]. Meta-analyses reported a recovery rate of 13.5−38% in FEP and 11−33% in multi-episode schizophrenia \[[@ref13]-[@ref16],[@ref35],[@ref36]\] but as already commented, the papers utilized suffer from heterogeneity of samples. Interestingly the recovery rates for studies from North America are somewhat higher than those reported from other regions of the world \[[@ref16]\].

From a different point of view, concerning the relapse rate, our results are in accord with two previous reports which suggest that a significant percentage of patient relapse each year. However our relapse rate was much higher (25% in our sample vs. approx. 10% in these studies literature) \[[@ref37],[@ref38]\]. Even relapse rates as high as 40% in patients under continuous treatment have been reported \[[@ref39]\]. Other studies report a variety of results \[[@ref39]-[@ref44]\] including a number of other studies which reported no relapses at all in FEP patients receiving maintenance medication \[[@ref41],[@ref45]-[@ref48]\]. On the other hand, our results concerning relapses are in accord with previous studies \[[@ref49]\] as well as with a meta-analysis which reported a 27% relapse rate after one year in patients under treatment \[[@ref11]\]. Additionally, the bigger picture is that this loss is overcompensated by a larger number of non-remitters at baseline who achieve remitting status at endpoint.

In terms of prediction of outcome by utilizing baseline characteristics, our results that only PANSS-N constitutes a predictive factor is in accord with some previous studies \[[@ref50]-[@ref52]\]. However often the results by the same authors are conflicting \[[@ref53]\] and the majority of the reports in the literature propose a more complex but rather not clinically useful prediction model \[[@ref32],[@ref54]-[@ref56]\]. It is important to note that depressive symptoms, traditionally considered to be a positive predictive feature, was not found to play any significant role, in contrast to previous studies \[[@ref31],[@ref57]\].

Our results on one hand suggest that schizophrenia might not be a progressively deteriorating disorder but on the other hand also suggest that it is highly malignant and refractory to available treatments. Patients with a poor course and outcome manifest it early already during the first episode. This conclusion is not new; several authors have argued in this line of thought. This suggests that patients with worse outcomes are apparent in the earlier stages of illness, rather than that the course of illness is progressive for the majority of patients, but until today it is not widely accepted. Furthermore the argument that a significant minority of patients will do well without any medication for prolonged periods of time is not in accord with our results.

Additionally, our data suggest a continuous beneficial effect with remission cases accumulating as an effect of the interaction of time by antipsychotic treatment. No improvement exists in patients which discontinued treatment, while on the contrary, patients not on medication at baseline manifest a tendency to start medication. This is in direct contrast with the findings of some early studies who reported that medication free patients at endpoint had a better outcome.

Conclusion
----------

The current study reported very low rates of remission (approximately 20%) and recovery (approximately 3%) of patients with schizophrenia with a relapse rate of 20% for those under continuous antipsychotic treatment and 60% for those not under treatment after one year follow-up. There were no differences between FES and non-FES patients except from antipsychotic utilization which was significantly higher in the non-FES group. One possibility which can not be ruled out is that this increased antipsychotic treatment with passing the episodes compensates for the worsening of the illness. There was an accumulating beneficial effect of antipsychotic treatment over a 12-month period and therefore, early lack of remission is not prognostic of a poor outcome. Only negative symptoms were a prognostic marker for the one-year outcome. Overall, both remission and recovery are difficult for patients with schizophrenia to achieve and characterize the minority of patients.

Strengths and Limitations of the Present Study
----------------------------------------------

The advantages of the current study is that it is based on a sufficiently big study sample of patients solidly diagnosed with schizophrenia and not on an admixture of various types of psychoses with different prognosis and expected outcomes. It was made possible to locate all of them after one year and it is the only study who identified pathways of patient exchange between study groups.

The limitations of the current study includes the fact that all patients have been previously hospitalized which means they represent maybe a more severe form of schizophrenic illness.

For recruitment, the patient should had recently manifested a psychotic episode fulfilling the criteria for schizophrenia except from the time criterion; duration of the episode should had been of at least 4 weeks duration. Thus, at baseline patients were already fulfilling criteria for schizophrenia according to ICD-10 and schizophrenicoform according to DSM-IV-TR. In this way, the group of patients with schizophrenia which start with a more mild form of symptomatology and do not come to fulfill the criteria but only after several years \[[@ref58]\] were excluded. These patients might be as many as 10% of the total population of patients with schizophrenia \[[@ref58]\] and they definitely manifest better course and remission and recovery rates during their first episode.

Their exposure to antipsychotic treatment during the 12-month interval was heterogeneous and has not been recorded. The compliance of patients was not confirmed by following an objective method during the follow-up period.

**Conflicts of Interest**

No potential conflict of interest relevant to this article was reported.

**Author Contributions**

Konstantinos N. Fountoulakis and Ioannis Nimatoudis conceived and designed the study. Konstantinos N. Fountoulakis and Panagiotis Panagiotidis participated in involving the subjects. Panagiotis Panagiotidis and Konstantinos N. Fountoulakis participated in clinical assessment and data acquisition and management. Konstantinos N. Fountoulakis and Antonis T. Theofilidis did the data analysis and wrote the first draft of the paper. All authors participated in interpreting the data and developing further stages of the paper.

![Graphic presentation of the trajectories of specific patient groups from baseline to 12-month.\
FES, first episode patients with schizophrenia.\
^a^Not in recovery at 12-month. ^b^One of them recovered at 12-month.](CPN-18-434-f1){#F1}

###### 

Means of measurements in the two basic patients groups at baseline and at endpoint

  Variable                   Subheading   FES (n = 32)    Non-FES[a](#t1fn3){ref-type="table-fn"} (n = 101)   All groups (n = 133)
  -------------------------- ------------ --------------- --------------------------------------------------- ----------------------
  Age at baseline (yr)                    23.66 ± 5.04    36.68 ± 10.83                                       33.55 ± 11.22
  Illness duration (yr)                   0.31 ± 0.47     13.70 ± 8.51                                        10.48 ± 9.38
  Haloperidol equivalent     Baseline     0.74 ± 2.28     5.83 ± 6.14                                         4.61 ± 5.88
                             Endpoint     1.22 ± 2.39     6.34 ± 6.18                                         5.11 ± 5.93
  PANSS-P                    Baseline     15.50 ± 6.31    16.45 ± 5.66                                        16.22 ± 5.81
                             Endpoint     13.06 ± 4.29    14.56 ± 4.67                                        14.20 ± 4.61
  PANSS-N^b^                 Baseline     17.44 ± 8.53    18.40 ± 7.00                                        18.17 ± 7.37
                             Endpoint     19.59 ± 7.51    20.15 ± 6.47                                        20.02 ± 6.71
  PANSS-G                    Baseline     25.94 ± 6.38    26.29 ± 7.25                                        26.20 ± 7.03
                             Endpoint     25.81 ± 6.22    26.27 ± 7.09                                        26.16 ± 6.87
  PANSS-EP                   Baseline     7.56 ± 3.31     7.35 ± 3.22                                         7.40 ± 3.23
                             Endpoint     7.38 ± 2.85     7.29 ± 3.07                                         7.31 ± 3.01
  Calgary Depression scale   Baseline     0.44 ± 1.24     1.88 ± 3.74                                         1.53 ± 3.37
                             Endpoint     0.38 ± 1.21     0.71 ± 1.39                                         0.63 ± 1.35
  STAI-S                     Baseline     50.03 ± 8.36    49.82 ± 12.29                                       49.87 ± 11.44
                             Endpoint     49.72 ± 7.99    47.84 ± 11.36                                       48.29 ± 10.65
  STAI-T                     Baseline     49.97 ± 10.50   50.12 ± 11.78                                       50.08 ± 11.44
                             Endpoint     49.94 ± 9.84    50.27 ± 10.80                                       50.19 ± 10.55
  GAF                        Baseline     51.41 ± 11.67   49.37 ± 12.22                                       49.86 ± 12.08
                             Endpoint     52.13 ± 11.93   52.41 ± 11.15                                       52.34 ± 11.29
  UKU                        Baseline     5.28 ± 4.15     7.63 ± 5.55                                         7.07 ± 5.33
                             Endpoint     5.44 ± 3.87     6.93 ± 4.25                                         6.57 ± 4.19
  Simpson Angus scale        Baseline     1.03 ± 2.65     0.58 ± 1.24                                         0.69 ± 1.68
                             Endpoint     0.91 ± 3.20     0.51 ± 1.43                                         0.61 ± 2.00

Values are presented as mean ± standard deviation.

FES, first episode patients with schizophrenia; PANSS, Positive and Negative Symptoms Scale; P, positive subscale; N, negative subscale; G, general psychopathology subscale; EP, excitement component subscale; STAI, State-Trait Anxiety Inventory; S, state; T, trait subscales; GAF, General Assessment of Functioning; UKU, Udvalg for Kliniske Undersøgelser scale.

Patients at a latter episode. ^b^ PANSS-N score predicts remission after 12 months.

###### 

Detailed data with means of measurements in the various patients groups at baseline

  Variable                                  Subheading   FES            Non-FES[a](#t2fn3){ref-type="table-fn"}                                                                                                                      
  ----------------------------------------- ------------ -------------- ----------------------------------------- -- --------------- ------- --------------- --------------- --------------- ------- --------------- --------------- ---------------
  Age at baseline (yr)                                   22.75 ± 2.87   23.21 ± 2.94                                 23.00 ± 2.92    46.00   21.33 ± 4.93    53.00 ± 7.00    36.00 ± 14.59   39.00   36.23 ± 9.69    36.71 ± 9.53    36.10 ± 10.52
  Illness duration (yr)                                  0.50 ± 0.58    0.32 ± 0.48                                  0.00 ± 0.00     0.00    0.67 ± 0.58     28.33 ± 5.77    12.89 ± 11.29   11.00   14.46 ± 5.78    13.29 ± 9.96    13.10 ± 8.17
  Haloperidol equivalent                    Baseline     0.00 ± 0.00    0.00 ± 0.00                                  0.00 ± 0.00     7.89    5.27 ± 4.10     0.00 ± 0.00     0.00 ± 0.00     0.00    0.00 ± 0.00     5.90 ± 6.33     8.06 ± 5.88
                                            Endpoint     0.00 ± 0.00    0.37 ± 1.11                                  3.09 ± 3.52     7.89    2.87 ± 2.80     1.00 ± 1.74     1.99 ± 3.50     0.00    4.34 ± 4.39     4.42 ± 7.03     7.83 ± 6.31
  PANSS-P                                   Baseline     9.75 ± 0.96    15.16 ± 6.80                                 20.60 ± 4.10    10.00   18.67 ± 2.08    10.33 ± 3.06    20.44 ± 8.37    8.00    19.23 ± 5.82    10.00 ± 1.73    16.44 ± 4.70
                                            Endpoint     9.75 ± 0.96    12.11 ± 4.18                                 16.60 ± 2.07    8.00    18.67 ± 2.08    10.33 ± 3.06    17.56 ± 7.95    6.00    16.54 ± 5.11    9.86 ± 1.68     14.56 ± 3.74
  PANSS-N[b](#t2fn3){ref-type="table-fn"}   Baseline     12.00 ± 7.44   16.47 ± 8.35                                 23.80 ± 10.62   16.00   20.67 ± 2.31    8.00 ± 0.00     17.89 ± 6.41    13.00   22.08 ± 6.98    14.14 ± 5.01    18.74 ± 6.88
                                            Endpoint     20.75 ± 2.22   18.00 ± 7.84                                 23.80 ± 10.62   18.00   22.33 ± 0.58    19.00 ± 1.73    20.00 ± 5.72    23.00   22.31 ± 7.05    18.86 ± 4.45    19.90 ± 6.82
  PANSS-G                                   Baseline     18.75 ± 2.22   25.00 ± 5.39                                 33.20 ± 6.26    23.00   30.33 ± 2.52    22.33 ± 3.21    27.11 ± 7.88    22.00   31.38 ± 8.65    22.00 ± 4.51    25.88 ± 6.89
                                            Endpoint     19.00 ± 2.45   25.00 ± 5.14                                 33.20 ± 6.26    20.00   28.67 ± 4.73    22.67 ± 2.89    27.00 ± 7.86    21.00   31.31 ± 8.62    22.57 ± 4.58    25.81 ± 6.69
  PANSS-EP                                  Baseline     5.00 ± 0.00    7.74 ± 3.65                                  10.00 ± 2.55    6.00    6.33 ± 2.31     6.33 ± 1.15     8.00 ± 5.81     5.00    8.23 ± 2.39     5.57 ± 1.51     7.35 ± 3.09
                                            Endpoint     5.25 ± 0.50    7.26 ± 2.94                                  10.00 ± 2.55    5.00    7.00 ± 2.65     6.33 ± 1.15     7.89 ± 5.49     5.00    8.23 ± 2.39     5.71 ± 1.50     7.26 ± 2.94
  Calgary Depression scale                  Baseline     0.00 ± 0.00    0.47 ± 1.50                                  0.20 ± 0.45     2.00    0.67 ± 1.15     1.33 ± 2.31     1.11 ± 2.26     0.00    2.38 ± 5.66     2.29 ± 2.93     1.90 ± 3.66
                                            Endpoint     0.00 ± 0.00    0.58 ± 1.54                                  0.00 ± 0.00     1.00    0.00 ± 0.00     0.33 ± 0.58     0.67 ± 1.12     0.00    0.69 ± 1.25     1.00 ± 0.82     0.72 ± 1.53
  STAI-S                                    Baseline     52.50 ± 3.51   51.32 ± 7.27                                 45.80 ± 12.54   45.00   47.33 ± 13.32   43.00 ± 13.08   51.78 ± 9.92    39.00   45.85 ± 11.29   45.00 ± 10.86   51.28 ± 12.78
                                            Endpoint     50.50 ± 1.73   50.63 ± 8.00                                 48.20 ± 10.47   49.00   46.33 ± 12.42   43.00 ± 13.08   49.78 ± 12.47   37.00   45.31 ± 10.87   45.57 ± 10.16   48.65 ± 11.55
  STAI-T                                    Baseline     56.00 ± 4.24   51.05 ± 8.53                                 46.00 ± 16.17   30.00   48.33 ± 13.32   45.67 ± 8.39    53.33 ± 14.18   40.00   46.38 ± 13.62   57.00 ± 6.68    50.04 ± 11.50
                                            Endpoint     55.50 ± 4.04   51.00 ± 8.19                                 46.20 ± 14.89   27.00   48.67 ± 11.02   46.67 ± 6.66    53.44 ± 13.13   41.00   46.38 ± 12.51   55.86 ± 5.79    50.31 ± 10.58
  GAF                                       Baseline     62.25 ± 9.67   52.42 ± 9.79                                 47.00 ± 11.16   63.00   34.00 ± 6.56    67.00 ± 15.87   50.11 ± 13.75   71.00   46.54 ± 10.02   63.00 ± 9.00    47.31 ± 11.01
                                            Endpoint     53.25 ± 5.74   55.68 ± 10.79                                47.00 ± 11.16   67.00   33.00 ± 7.94    61.67 ± 7.64    50.67 ± 13.11   69.00   49.23 ± 10.73   57.71 ± 5.91    52.01 ± 11.18
  UKU                                       Baseline     4.50 ± 4.43    5.16 ± 4.10                                  2.80 ± 2.59     10.00   9.67 ± 4.04     7.00 ± 4.36     6.00 ± 5.39     3.00    9.85 ± 6.34     5.00 ± 4.97     7.79 ± 5.49
                                            Endpoint     5.25 ± 4.11    5.00 ± 3.87                                  3.80 ± 2.17     12.00   9.67 ± 4.04     7.00 ± 4.36     5.78 ± 4.52     3.00    9.54 ± 5.22     5.43 ± 5.83     6.79 ± 3.74
  Simpson Angus scale                       Baseline     0.00 ± 0.00    0.11 ± 0.32                                  0.00 ± 0.00     6.00    7.00 ± 8.89     0.00 ± 0.00     1.11 ± 3.33     0.00    1.08 ± 1.44     0.29 ± 0.76     0.38 ± 1.08
                                            Endpoint     0.25 ± 0.50    0.42 ± 0.69                                  0.20 ± 0.45     4.00    6.33 ± 7.09     0.00 ± 0.00     1.22 ± 2.59     0.00    1.15 ± 1.68     0.57 ± 1.13     0.43 ± 0.83

Values are presented as mean ± standard deviation.

FES, first episode patients with schizophrenia; TN, treatment naïve; NRec, not naïve, not receiving antipsychotics; AP, under antipsychotics; R, remission; nR, non-remission; PANSS, Positive and Negative Symptoms Scale; P, positive subscale; N, negative subscale; G, general psychopathology subscale; EP, excitement component subscale; STAI, State-Trait Anxiety Inventory; S, state; T, trait subscales; GAF, General Assessment of Functioning; UKU, Udvalg for Kliniske Undersøgelser scale.

Patients at a latter episode. ^b^ PANSS-N score predicts remission after 12 months.
